Pareto-optimal solutions, the Pareto-optimal solutions in the five schemes were in front of the solution to the pose of the crystal structure (the red dots in Figure S3 ). These results suggested that the populations evolved in an optimized direction. Especially, the distribution of the Pareto-optimal solutions in the population with the population size 2000 was more uniform and extensive than that in the population with the population size 1000. Given the above, the population size 2000 was chosen as the reference value when using this method. Evolutionary Generation. The evolutionary generations were respectively set to 500 and 1000 to determine its effect on the evolution from the same evaluation factors for the population sizes. According to the relationships between the two object functions values and the generations ( Figure S4 ), the one quarter value, the intermediate value, three quarters value of all the object function values obtained a relatively stable state in 400 to 500 generations and presented no obvious difference after 500 generations. It showed that the population achieved greater convergence within 400 to 500 generations. However, excessive evolutionary generations greatly increased the computational cost and reduced the execution efficiency of the evolution. Furthermore, on the basis of the sizes of the optimal solutions ( Figure S5 ) and the distribution of the Pareto-optimal solutions ( Figure S6 ), using both of the evolutionary generations could obtain a reasonable size and uniformly distributed solutions. Considered the above factors, the value of 500 was chosen as the reference value for the evolutionary generation. Mutation Probability. The mutation probabilities were set to 0.05, 0.10, 0.20, and 0.30 to perform the comparison in this study. When the mutation probability was 0.05, the maximum object function values would be close to the minimum object function values in the evolution ( Figure S7 ). It may be that the difference values among the individuals were minor in the optimized population with a smaller mutation probability, which was not conducive to the diversity of the population and may lead to the prematurity of the population. However, by adopting a high mutation probability 0.20 or 0.30, the genetic algorithm would then degraded to a random search algorithm, which also made it difficult for the population to converge. In addition, from the sizes of the optimal solutions in Figure S8 and the distribution of the Pareto-optimal solutions in Figure S9 , all the schemes with different evolutionary generations could obtain a reasonable size and uniformly distributed solutions. Considering the above factors, the value of 0.10 was chosen as the reference value for the mutation probability. a Distances between the predicted hydration sites by the tetrahedron-water-cluster model and the location of the water molecules in the X-ray structures b Number of water molecules in the binding sites 
